

















研究成果の概要（和文）：バルプロ酸の臨床作用機序を、バルプロ酸の glycogen synthase kinase 








研究成果の概要（英文）：The mechanism of clinical action of valproate was investigated 
through its inhibitory action against glycogen synthase kinase 3β (GSK3β).  
Inhibition of GSK3β in the hippocampal dentate gyrus of experimental animal revealed 
the antidepressive effect in the forced swim test and tail suspension test.  
Therefore, the inhibitory action of valproate against GSK3β might contribute to the 
mechanism of its clinical action.  Next, the mechanism of the side effect induction 
of valproate in the central nervous system was investigated through its direct effect 
against the brain mitochondrial function.  In the experiment using brain slices made 
from experimental animals, valproate decreased the mitochondrial function.  
Therefore, the inhibition of the mitochondrial function by valproate might contribute 
to its side effect in the central nervous system. 
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ベクターを用いた in vivo RNAi による歯状
回 GSK-3β 抑制の抗うつ様効果を検討した。





















(dynamic positron autoradiography 
technique, dPAT)に着手してきた。PET やオ




















GSK-3β 発現は、 scrambled shRNA plasmid






















図 1 RNAi による GSK3β 発現抑制 
ウェスタンブロッティング(A)およびその
定量結果(B) 
GAPDH : glyceraldehyde-3-phosphate 
dehydrogenase, positive control  










































[18F]FDG を用いた dPAT を施行した。10 mM
以上のバルプロ酸を投与した場合、対照群に
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